Abstract

63
In the heart, the predominant isoform of CaMKII is the cytosolic δ isoform CaMKIIδ C (6, 30) 
103
The aerobic interval endurance-training program was performed as previously described (13, 35 
138
A method similar to that established by Shannon et al.(27) Figure 2A&B ). Also, time to 50% re-lengthening was prolonged in isotonically contracting 231 cardiomyocytes from TG mice, but exercise training normalized this ( Figure 2C Figure 6A ), which associated with a significant reduction in the total SR Ca 2+ -content 284 compared to WT mice. Exercise training normalized SR Ca
2+
-leak to levels comparable to WT mice.
285
The increased Ca 2+ -leak in TG mice was related to the overexpression of CaMKIIδ C , since inhibition trained TG mice; however, in these groups, the baseline Ca 2+ leak was already minimal ( Figure 6A ). In 291 line with this, Ca 2+ wave frequency was increased in TG mice compared to WT mice, but exercise 292 training reduced the wave generation to WT levels ( Figure 6C ). VO2max is regarded as the best indicator of cardio-respiratory endurance, where cardiac output is 364 a key determinant of VO2max as it set the upper limit for O2-supply to working muscles (24).
365
Chronic overexpression of CaMKIIδ C has previously been shown to cause a significant depression of 366 cardiac function and remodeling of the heart, similar to observations in heart failure (19, 40), our
367
findings of significantly reduced VO2max in TG mice was therefore in agreement with our hypothesis.
368
Reduced cardiac function in the TG CaMKIIδ C overexpression model has previously been explained 369 by pathological remodeling of the heart and breakdown of normal Ca 
